Abstract
Author summary

48
Sri Lanka experienced the largest ever dengue outbreak in year 2017, which coincided with the 49 shift of the predominant circulating dengue virus (DENV) 1 to DENV2 after 9 years. We 50 studied the clinical and laboratory features of 172 adult patients with acute DENV1 (n=79) and 51 DENV2 (n=93) infection. The risk of developing dengue haemorrhagic fever was significantly 52 higher (=0.005, odds ratio=2.5) in those infected with DENV2 (54.8%) when compared to 53 DENV1(32.9%), even though similar proportions of patients had a secondary dengue infection.
54
Patients with DENV2 infection developed leakage significantly earlier (p<0.0001, median= 3, 55 days) when compared to those with a DENV1 infection (median 5 days) and were more likely 56 to develop significant bleeding. Whole genome sequencing showed that these DENV-2 isolates 57 belonged to cosmopolitan strain and was genetically more distant to the DENV-2 strains that 
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Costs due to hospitalizations and dengue control activities was estimated to be US$ 3.45 76 million for the year 2012, in Colombo, Sri Lanka [3] , which highlights the economic burden 77 due to these diseases in developing, countries. 1989, a marked increase has been seen in the incidence of dengue, with epidemics spreading 82 to many parts of Sri Lanka and during the last few years, the yearly incidence of dengue has 83 been approximately 42,000 cases/year. However, for the year 2017, Sri Lanka reported a total 84 of 186,101 cases of patients who were hospitalized due to dengue, with the yearly incidence 85 increasing from 189.4/100,000 population increasing to 865.9/100,000 population in 2017 [5, 86 6]. This sudden surge in the number of cases of dengue has resulted in a disastrous situation,
87
where the health care facilities have found it extremely difficult to cope with the high number 88 of patients.
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Although the incidence of dengue in Sri Lanka has been steadily increasing, this appears to 91 occur in a step ladder pattern, with a sudden surge in the number of cases every five to six 92 years. In 2009, where there was a sudden 3 fold increase from the previous baseline level, 
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The study was approved by the Ethical Review Committee of The University of Sri 137 Jayewardenepura. All patients were adults and recruited post written consent. and 4 serotypes were used (Life technologies, India) based on published sequences [11, 12] . 
Statistical analysis
174
Statistical analysis was performed using Graph PRISM version 6. As the data were not 175 normally distributed, differences in means were compared using the Mann-Whitney U test (two 176 tailed). Differences in the serial values of platelet counts and liver enzymes in patients with 177 DHF and DF were done using multiple unpaired t tests. Corrections for multiple comparisons 178 were done using Holm-Sidak method and the statistical significant value was set at 0.05 In addition to those infected with DENV2 were more likely to develop fluid leakage (DHF)
215
and early leakage, they were also more likely to develop significant bleeding in the form of 216 haematemesis and malena ( platelet counts during day 3, 4 and 5 since onset of illness ( Fig 1A) . However, there were no 227 differences in the rise in alanine transaminase levels (ALT) or aspartate transaminase levels
228
(AST) during illness in those who were infected with either DENV1 or DENV2 (Fig 1B and who developed leucopenia (<1500 cells/mm3) was higher in those who were infected with 232 DENV2 (7.5%) compared to those with DENV1 (3.8%). Lanka used in this study was a 1996 strain (FJ882602) and it clusters with the DENV-2
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Cosmopolitan genotype viruses (Fig 3A) . unable to characterise this by only using whole genome sequencing. Therefore, to improve our 285 resolution we narrowed our database queries to the E recovering the 100 sequences that are 286 most similar to the 2016 Sri Lankan consensus. We used these sequences and other selected 287 DENV-2 sequences to generate a second phylogenetic tree.
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The E based analysis confirmed that the 2016 viral strain belonged to the same clade as those 
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The study also concluded that there was no evidence of a recent introduction of DENV-2 strain 367 from outside the country due to the close genetic relationship with the DENV2 strains that In summary, the largest ever dengue outbreak of Sri Lanka, which occurred in 2017 appears to 381 be due to the shift in the circulating serotype from DENV1 to DENV2. This virus was also 382 more likely to cause DHF and significant bleeding. In addition, the fluid leakage developed 
